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OFFICE 



Application No.: 
Filing Date: 
Docket Nmnben 
Title: 



Enuainer; 
Art Unit 



SYNERGISTIC AJNTI-iNFLAMMATORY 
PHARMACEUTICAL COMPOSmONS AND METHODS 
OF USE 

Shobha Kantamneni 
1617 



CERTIFIC: ATR Oy TRANSMTSSrO^ 

I hereby certify that this coirespondence is being deposited with the United States Postal 
Service as First Class Mail in an envelope addressed to MAIL STOP AMENDMENT, 
Commissiooer for Patems, PO. Box 1450, Alexandria, VA 22313-1450 on the date 
indicated below. 




MAIL STOP AMENDMENT 
Commissioner for Patents 
PO. Box 1450 
Alexandria, VA 22313-1450 
Sir: 



DECLARATION PURSUAN T TO 37 C.F.R. a 1.131 
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I, John O. Babish declare as follows: 

1) I am Dr. John G. Babish, Executive Vice President of Metapioteomic% LLC 
I have held this position since August 2002. 
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2) I have Doctorate and Masters degrees, respectively, in Biochemistry and 
Chemistry fiom Cornell University, as wcU as a Bachelor degree in Biochemistry fiom The 
Petmsylvania State Univcraity. A copy of iny Curriculum Vitae is attadied as BxhiMtA. 

3) I am also an inventor named in several domestic and foteign patent 
aH)lications including U.S.AppUcationNos. 10/141,085; 10/789,814; 10/789,817; 
l(y988,393; 10/480,145; 10/484,123; 10/881.404; 10/774,048; 10/464,834; 10/234,002 atld 
09/952,632 and issued foreign and domestic patents, including U.S. Patent No&. 6,140,063; 
5,506,420; 6,629,835; 6,733,793 and 6,908,630. 

4) On the basis of 30 years of training and experience, I am an expert in the art 
of molecular biology, more specifically, that a-^pect of molecular biology involving signal 
transduction. I was a faculty member at the College of Veterinary Medicine, Cornell 
University for 17 years. As Professor of Pharmacology and Toxicology, my research 
faogram involved the elucidation of mechanisms by which xenobiotics aflfect signaling 
pathways in normal and transfonned cells. Using the tools of molecular biology such as 
monoclonal antibodies, northern and western blotting and enzyme-linked immunoassays, 
my research program developed cell-based assays for the identification of small molecules 
directed at inhibiting selected cellular functions. Findings from these studies were used to 
identify potential anti-viral and anti-neoplastic pharmacophores from natural products. Mjr 
research has also identified both positive and negative drug-drug and drug-nutrient 
interactions. 

5) I understand thalin the course of Ae February 7, 2006 Office Action during 
pn)5ecution in the above-capdoned application. Examiner Shohba Kantamneni rejected 
claims 1 - 7 under 35 U.S.C.§ 103(aX as aUegedly being unpatentable over Kufarts (US 
2004/0137096, PTO-892) for reasons of obviousness. I rcspectfaUy submit dwt the instant 
invention was conceived prior to Oie January 9, 2003 filing date of the cited Kufarts 
an>lication and diligently researched until the February 27, 2004. 
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6) The basis to assert that the instant iaventtODW«s Invent^ 
lefisrence dted is supported by copies of laboratory aotcbook pages dated fiom Juoe 2002 
dtrough Deoembear 2003 showmg leseardi on the syneigistic, anti-inflaimnatory eflfects of 
reduced isoalpha acids (BIAA) and isoalpha acids (lAA). Such support documentation is 
q>p«Qded herevridi as EacfaibitB. 

I her^y dedare Ifaat all statements made herein of my own knowledge are true and 
diat all statements made on infornjation and belief aie believed to be true; and fiirflier that 
these statements were Toadt with the knowledge that wiljful fiilse statements and ifae like so 
made are punishable by fine or imprisonment, or both, under Section 1001 ofHtle ISofthe 
Umted States Code and that such willful false statements may jeopardize the validity of the 
i^lication or any patent, issued thereon. 

Date: l4-nA ^-^^ ^^^^^^^ 

Tbhn G. Babish, Ph.D. 
Executive Vice President 
Metagenics Research Center - Suite 100 
9770 44th Ave. NW 
Gig Harbor, WA 98332 
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Exhibit A 

BIOGRAPHICAL SKETCH AND BIBLIOGRAPHY 



John G. Babish 



Education 

Institation and 
Location of Stady 

The Pennsylvania 
State University, 
State College, PA 
Cornell University, 
Ithaca, KY 
Cornell Universi^, 
Ithaca, NY 



Oiariperson, BlOnexus, Ltd, 

Executive Vice President, Metaproteotnics Inc. 



Degree 
B.S 

M.S 
Ph.D. 



Date Conferred 
1968 

1974 
1976 



^ RECE/VED 
CENTRAL FAX CENTER 

m 7 2006 



Field 
Biochemistiy 

Chemisiiy 
Biochemistiy 



Rcacach and Professional Exncrienec 

Aug. 2002 -present Executive Vice President of Research & Development, 
Metaproteocnics, Research Laboratories^ Ithaca, NY. 
Metaproteomics develops clinically proven, patented dietary 
supplements and pharmaceuticals from natural sources. Duties 
include the design and evaluation of expmments elucidatii^ 
mechanism of action and biological activity within complex 
mixtures. 

1998 - present (5% EflFoit) National CoOTdinator for the USDA Minor Species Drug 

Program (>IRSP-7). The NRSP-7 program is funded by the USDA 
to provide funds and ejqpertise necessary for the ^proval of 
phannaccuticals used in the treatment of diseases associated vvith 
minor cTop species. Duties ixiclude the coordination of industrial, 
academic and regulatory resources necessaiy for protocol 
development through final drug approval. 

1997 -present Co-founder and Chairperson of BlOnexus, Ltd Ithaca, NY. 

BlOnexus develops and markets nutiitianal supplements to address 
health problems associated with AIDS. NutriVir™, the BlOnexus 
supplement for wasting in HIV/AIDS, generated qspioximately 
$600,000 m gross revenues in its first year of sales. NutriVir™ is 
reimbursed by Medicaid in 14 states. 
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Founder, Chairperson, President and CEO of Paiacclsian, Inc., 
Ithaca, NY. The Company was launched ftom the technology 
transfer program of Cornell University in 1991, and with the public 
offering in 1992 (Nasdaq^RLN), became the first pubfic coiporation 
of a Cornell University technology transfer effort Babish was 
associated wiOi the attainm^it of over $12 million dollars in 
corporate financing. 

Tenured, Associate and Professor of Phamiacology and Toxicology, 
Department of Pharmacology, College of Veterinary Medicine, 
Comell University. Offered the first course in molecular ride 
assessment in the USA in 1979; member of the graduate Fields of 
Pharmacology, Toxicology, Veterinary Medicme, Food Science and 
Epidemiology; successfully p^tioned the State of New York for the 
approval of tiae separate Fields of Toxicology and Pharmacology at 
Cornell Uaiveisily. 

Assistant Professor, Department of Preventive Medicine, NYS 
College of Veterinary Medicine, Comell University, Ithaca, NY. 

Postdoctoral Scientist^ Food and Drug Research Labs, Wavedy, NY. 

Invited Presentations flRecgrt of 38 presentations) 

Micromarient deficiencies in AIDS wasting at Progressive Management of AIDS 
Wasting: 2000. Hunter College, NYC. March 24, 2000. 

Phytochemicals and NF-kB acOvation at IBC's Conference on Hie HeaUh Benefits 
of Natural Phytooeuticals. Montreal Bonaventure Hilton> July 22 - 23, 1997. 

Chemically-induced cell cycle stasis in immunotoxicology. 12^ Annual NIOSH 
Confoence on Mechanisms of Inununotoxicology - Role of Apoptosis in 
Immunotoxicology. University of West ^^rgima, Morgantown, WV. September 10 - 12, 



PobBcation a fSelected of 108 peer- reviewed pubKeatinns) 

Vsync MA., Babish J.G., Bulgin M., Lane M., Wetdich S„ Craigmill AJL. (2002) 
Serum phaimacoldnetics and tissue and milk residues of oxytetracydine in gpats following 
a sin^e intramuscular iiyection of a long-acting preparation and milk readues following a 
single subcutaneous injection. J Vet Pharmacol Ther. 25(l):25-32* 

Catebiese C, Berman S.a, Babish J.G., et al. (2000) A phase I nial of 
andrographolide in HIV positive patients and normal volunteers. Fhytother Res. 14(5):333- 
338. 

Ma,X., Stoffregen,D.A., Wheclock,G.D., Rinmger,J.A. and Babish,J.a (1997) 
Discordant hepatic expression of the cell division control enzyme p34cdc2 kinase, 
prolifemting cell nuclear antigra. p53 tumor supjrossQr protein, and p2lWafl cyclin- 
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clepai<knt kinase inWbitQiy protein after WY14.643 ((4-chlofo-6-(2,3-xyUdinoV2. 

pyiimidinyltbiojacetic acid) dosing to rats. Mol. Pharmacol., 5 1 . 69-78. 

RiningerJ.A., Goldsworthy,T.L. and BabisW-G. (1997) Time course comparison of 

cd -cydc protein expression following partial hcpatectomy and WY14,643-in(luced hepatic 

odl ptoliferadoQ in F344 rats. Carcinogenesis, 18, 935-941. 

.RinnigerJ.A.. Stof&egenJ>.A. and Babiij.O. (1997) Murine hepatic p53, RB, and 
intobitoiy protein expression following acute 23,7,8-tettBchloiodlben2©-iMlioxin 

(TCDD) exposure. Chemospbere, 34, 1557-1568. 

Rininger,JA., Wheelock,G.D., Ma;X. and Babish^.O. (1996) Discordant expression 

"l?!*^*^"**^^*"'^ kinases and cyclins in rat liver foDowing acute administration of die 

hepatocaicinogen [4-chloro-6-(2,3-xy]idino)-2-ijyriniidinylthiol acedc acid (WY14643) 

Biochem, Pharmacol., 52, 1749^1755. ' 

Vancutswm,P.M. and Babish,J.G. (1996) In viiio and in vivo shjdy of the effects of 

enrofloxacin on hepatic cytochrome P-450. Potential for drug inttaractions. Vbt Hum. 

ToxicoL, 38, 254-259. 

Patents (Selected of 15 US and three foreign pateDts> 

US Patent No. 5^3^4 1 1/10/1 998 Use of the Ah receptor and Ah rweptor ligands 

to treat or prevent cytopathicity of viral infection. 
US Patent No. 5,612,188 3/18/1997 Automated, multicompartmental cell cultuie 

US Patent No. 5,529,899 6/25/1996 Immunoassay for Ah receptor transfoimed by 

dioxin-Iike compounds. 
US PatantNo. 5^496,703 3/5/1 996 Indirect immunoassay for dioxin-likc compounds 
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LABORATORY NOTEBOOK SHEETS DOCUMENTING RESEARCH ON RIAA, lAA AND OTHER HOPS 

Derivatives 



Date 


Notebook Number 


Pages 


6/4/02 - 6/24/02 


2002-03 


13-23 


8/28/02 


2002-04 


3-4 


12/5/02 


2002-06 


1 -2 




2002-08 


43-44 


4/23/03 ; 


2003-01 


23 




2003-01 


45 


9/3/03 


2003-4 


22 


12/15/03 


2003-5 


42 
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